Introduction
Acute serum folate deficiency as a result of parenteral nutrition was first reported by Wardrop et al. (1975) , who suggested that the ethanol infused in their patients might have been wholly or partially responsible. However, two cases who had not received ethanol have since been reported (Green, 1977) . It was therefore possible that other constituents of the nutritional regimens might affect folate metabolism. (1975) . Blood samples (20 cm3) were taken at 12.00 noon each day until the methionine was stopped on day 5. In three subjects samples were also taken on day 8. All the volunteers ate their usual diet throughout the course of the study.
Two volunteers were studied again after an interval of 6 weeks, when an identical protocol was followed except that they were given an oral supplement of folic acid 5 mg daily during the period of methionine administration.
All estimations were performed daily. Haemoglobin, packed cell volume (PCV), mean corpuscular volume (MCV), red cell count (RBC), white cell count (WBC) and platelet count were measured on a 'Haemalog 8' counter, and blood films examined.
Serum and red blood cell folate (RBC-folate) were assayed biologically using Lactobacillus casei (var. rhannosus). When methionine was added to serum to give a concentration of 300 ,tmol/l it did not affect the folate assay. Methionine was assayed in deproteinized plasma using a 'Chromaspek' amino acid auto-analyser. Analysis of the amino acids in ) and 8 g of methionine plus 5 mg of folic acid daily (------). ment, both changes being statistically significant on day 4 (Table 2 ). There was an increase in WBC which was statistically significant on day 5 (Table 2) .
Plasma methionine concentrations ( Fig. 1) rose from normal values before treatment to an average of 181 ,umol/l (range 102-341) during methionine supplementation. Three days after the end of treatment methionine concentrations had returned to within normal limits.
Discussion
This study has shown that the serum folate concentration falls acutely when normal subjects eating their usual diet are given a supplement of methionine. The conditions of this study differ from those during intravenous feeding in at least two ways. Firstly, the methionine was given orally. However, the resulting plasma levels were comparable to those previously reported in patients receiving 7-2 g of methionine daily as part of their intravenous regimen (Smits and Wells, 1975 This study gives no information on the exact mechanism by which methionine supplements alter folate metabolism. Methionine loading will probably increase the proportion of methyltetrahydrofolic acid (methyl-THFA) and other reduced folates in serum (Krebs and Hems, 1976 ). Although such a change might not directly affect serum folate activity as measured by L. casei, it could result in a redistribution of folate from serum to cells because reduced folates are only weakly bound to serum folate binding protein and are therefore more available for cellular uptake (Waxman, 1975) . A redistribution of folate from serum to cells could cause a relative lack of folate in some tissues. Folate concentrations in cerebrospinal fluid, for example, are normally three times those in serum because methyl-THFA is actively transported into the choroid plexus (Taguchi et al. 1977) .
Whatever the pathogenesis may be, treatment with 5 mg of folic acid daily was more than adequate to prevent the fall in serum folate concentration in normal subjects. The minimal daily requirement of folic acid in an adult is 005-0.1 mg (Herbert, 1962) . Wretlind (1974) (Harper, 1973) . Another donor of 1-C units is choline which is present in the phosphatides of soya oil emulsion; 1 litre/day of soya oil emulsion 10% contains more choline than the normal daily intake (Wretlind, 1972 
